Summary. In the adult guinea-pig the progestational steroid Nilevar (17\g=a\-ethyl-19-nortestosterone) 
INTRODUCTION
Progesterone and certain hormonally related steroids are known to inhibit fertility in the female mammal, but, as yet, little is known as to the site and mode of action of these antifertility substances. In the guinea-pig, Loeb (1911) described inhibition of ovulation by the presence in the ovary of functional corpora lutea and Papanicolaou (1926) Rothchild (1962) suggested that progesterone inhibits the release but not the formation of pituitary folliculotrophin (follicular stimulating 490 May Reed hormone and luteinizing hormone), as shown by the assays of extracts of pituitary tissue taken from rats treated with the hormone or from those made pseudopregnant-presumably secreting progesterone. Lakshman & Nelson (1963) observed no outstanding microscopic differences between the pituitary glands of norethynodrel-treated and untreated rats ; the steroid did not seem to exert its effect directly on the anterior pituitary gland but possibly on the 'neurohumoral system'. Saunders (1964) (Text-fig. 3 In the normal guinea-pig the abrupt increase in uterine weight, which occurred just before oestrus, was probably due to the rapid increase in circu¬ lating oestrogens, causing a rise in intracellular fluid. This would cause a rapid rise in intracellular pressure which would also occur in the vagina-so causing rupture of the vaginal membrane. The fact that the vaginal membrane failed to rupture in these Nilevar-treated guinea-pigs was perhaps also due to in¬ hibition of the marked increase in the release of fsh which may occur just before ovulation. This inhibition would, in turn, prevent the rise in oestrogen output from the ovary.
Little information is, as yet, available as to the mechanism of action of antifertility compounds. Greenwald (1964) Holmes & Mandl (1962) showed that norethynodrel altered the oestrous-cycle pattern in adult female rats and inhibited ovulation in some, but not all, of the animals treated. They suggested that the steroid had affected 'elaboration and/or release' of fsh as well as lh. Saunders & Drill (1958) , however, investigating the effect of the same drug, thought that gonadotrophin secretion had been depressed. Epstein, Kupperman & Cutler (1958) Altogether the evidence on the action of these antifertility substances points to an inhibition of the release of the pituitary gonadotrophins rather than a direct action upon the ovary. This could be in accord with the conclusions derived from the present experiments in the adult guinea-pig that Nilevar does not exert its effect directly on the growing follicle, but prevents the action of gonadotrophins on the mature follicle-possibly by inhibition at the hypothalamic level of the gonadotrophin releasing substances. The results presented, however, do not preclude an inhibition of gonadotrophins at the ovarian level.
